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DETAILED ACTION 
Claim Rejections - 35 USC § 102 

1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 

use or on sale in this country, more than one year prior to the date of application 
for patent in the United states. 

2. Claims 34-38 and 40-43 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Krebber et. al. (1997) J. Mol. Biol. 268:607-618 (cited in the IDS) as 
evidenced by Weiner and Chun (1997) J. of Comparative Neurology 381 (2):1 30-142. 
Regarding claim 34, Krebber et. al. teaches : 

a. A nucleic acid molecule encoding a fusion protein comprising the first 
N-terminal domain of the gene III protein of filamentous phage and a polypeptide which 
is encoded by a nucleic acid sequence comprised in a genomic DNA fragment. See the 
adapter molecule shown in page 608, Fig. 1 c; and the fusions of gene III protein 
domains N1 and N1-N2 respectively fused to peptide SGCPHHHHHH (see page 610 
Fig. 3d and Fig. 3d legend). The letters SGCPH represent the amino acids according to 
the standard single amino acid abbreviations used in the art. The figure shows the 
amino acid representation but the Figure 3 legend clearly describes how the nucleic 
acid constructs were made from starting from fd-phage fCKC construct. These nucleic 
acid constructs were used to express the glllpNI-SGCPHHHHHH and glllpN1-N2- 
SGCPHHHHHH fusions. 
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The SGCPH peptide is encoded by DNA, which is inherently a part of genomic 
DNA. A search done of file registry of STN database indicated the peptide SGCPH is a 
part of 153 different sequences or substances that are associated with a specific 
registry number. Of these 153 hits associated with a unique registry number, 5 were 
already known in the art by 1998 or earlier. For example, as evidenced by Weiner and 
Chun (1997), this peptide is a part of sequences submitted to GenBank and is encoded 
in a mouse genome (Zinc finger protein Png-1 from mouse strain BALB/c gene png-1). 
GenBank nucleotide sequence U86338 from mouse was translated to provide GenBank 
AAC53157 protein sequence. The peptide hits at 530-534 of the above AAC53157 
sequence. The poly (HHHHH) histidine tails are well known tags used in the art. These 
histidine tags are fused to the protein to facilitate the subsequent purification of the 
fusion protein in combination with immobilized metal ion affinity chromatography 
(IMAC). An antibody can also detect histidine tag. 

Krebber et. al. also teach fusion of gene coding for enzyme p lactamase 
designated bla gene to N-terminal domain of the gene III (see page 610 fig. 3 c 
construct labeled N1-Bla-CT). glllp-N1-p lactamase gene fusion is not the preferred 
embodiment of the applicant's claim. Nonetheless, the construct illustrates that it is 
possible to create a fusion protein comprising the first N-terminal domain of the gene III 
protein of filamentous phage and a polypeptide encoded by a nucleic acid sequence 
comprised in a genomic DNA. Instead of p lactamase gene any other gene or EST of 
interest may be fused to glllpNI-domain. 
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b. wherein said nucleic acid molecule does not comprise a nucleic acid 
sequence encoding a signal sequence for the transport of the fusion protein to the 
periplasm of a bacterial host cell. See fig. 3d and legend for fig. 3d where Krebber et. al. 
state the glllp domains N1 and N1-N2 were independently expressed without signal 
sequence and purified. Also see page 611 par. 1. 

Regarding claim 35, Krebber et. al. teaches a vector comprising a nucleic acid molecule 
according to claim 34 (See above and page 616 par. 4). 

Regarding claim 36, Krebber et. al. teaches an expression vector (See page 616 par. 4 
where cloning of fragments into vector pTFT74 under control of T7 promoter is 
described). 

Regarding claim 37, Krebber et. al. teaches bacterial host cell. These constructed 
vectors are transformed into E.coli host cells to make more copies of the vector (amplify 
the vector) itself (see page 615, par. 6) and for expression purposes the vector is 
transformed into a suitable host that allows high-level expression of the fusion protein 
(see page 616 par 4.) . 

Regarding claim 38, Krebber et. al. teaches the host cell which is an E.coli cell (see 
page 615, par. 6 and page 616 par 4.). 

Regarding claim 40, Krebber et. al. teaches a method for the expression of a 
polypeptide/protein comprising: 

a) expressing a nucleic acid molecule encoding a fusion protein in a host cell 
under conditions that allow the formation of inclusion bodies comprising said fusion 
protein, wherein 
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aa) the first N-terminal domain of the genelll protein of filamentous phage, and 

ab) said (polypeptide/protein. See page 616 par. 4 'The N1 , N2 and N1-N2 
genes (without signal sequence) were expressed in BL21 (DE3), where N1 required the 
presence of pLysS, and obtained as cytoplasmic inclusion bodies". 

Regarding claim 41 , Krebber et. al. teaches the method according to claim 40 further 
comprising the steps of 

b) isolating said inclusion bodies; and solubilising said fusion protein. Krebber et. al. 
teach expression of glllp domain N1 protein fusions that lack signal sequence in E.coli 
BL21(DE3) and state these fusion proteins under consideration were obtained as 
cytoplasmic inclusion bodies (see page 616 par. 6). Krebber et. al. go on to teach how 
purification was carried out and refolding of the purified fusion protein was 
accomplished from these inclusion bodies (see page 616, par. 6). It's inherent in the 
teaching that to purify the fusion protein they had to isolate the cytoplasmic inclusion 
bodies containing the fusion protein to purify the fusion protein. Refolding of purified 
protein inherently requires that the protein be in soluble form. So Krebber et. al. must 
have isolated the inclusion bodies by using some standard technique such as 
centrifugation known to one skilled in the art and solubilized the inclusion bodies before 
they could purify and refold the glllp fusions. The solubilization is accomplished by 
treatment with a denaturing agent. Krebber et. al. use 8M urea to solubilize the isolated 
inclusion bodies containing the fusion protein. 

Regarding claim 42, Krebber et. al. teaches E.coli host cells comprising a vector 
according to claim 35 (see page 615 par. 6). 
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Regarding claim 43, Krebber et. al. teaches a host cell, E. coli BL21(DE3) comprising a 
vector according to claim 36 (see page 616 par. 4). 

Thus claims 34-38 and 40-43 are anticipated by Krebber et. al. 



All claims 34-38 and 40-43 are rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Suchira Pande whose telephone number is 571-272- 
9052. The examiner can normally be reached on 8:30 am -5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571-272-0782. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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